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AB The invention provides piperidinyl ales, (shown as I; variables defined 
below; e.g. N- [ ( 2R) -3- [ 4- ( 3 , 4-dichlorophenoxy) piper idin-l-yl ] -2- 
hydroxypropyl ] -2- (methylsulf onyl ) benzamide ) for use as modulators of 
chemokine receptor (especially CCR3 ) activity for use in, for example, treati 
asthma. For I: X is CH2, 0, S(0)2 or NR10; Y is a bond, CH2, NR35, CH2NH, 
CH2NHC(0), CH(OH), CH(NHCOR33), CH (NHS02R34 ) , CH20 or CH2S; Z is C(O), or 
when Y is a bond Z can also be S(0)2; Rl is (un) substituted aryl, 
(un) substituted heterocyclyl or C4-6 cycloalkyl fused to a benzene ring; 
addnl. details are given in the claims. Percent inhibition at 3 nM 
eotaxin of eotaxin-mediated human eosinophil chemotaxis is tabulated for 
16 examples of I, e.g. 106 % for N- [ (2R) -3- [ 4- (3, 4- 
dichlorophenoxy) piper idin-l-yl] -2-hydroxypropyl ] -1-oxo-l , 2- 
dihydroisoquinoline-4-carboxamide . Histamine HI receptor binding activity 
was determined for the same compds . , e.g. pKi = 8.4 for 

N- [(2R)-3-[4-(3, 4-dichlorophenoxy) piper idin-l-yl ] -2-hydroxypropyl ] -1-oxo- 
1 , 2-dihydroisoquinoline-4-carboxamide . 49 Example prepns. of 
intermediates and 234 of I are included. For example, to prepare 
N- [ (2R)-3-[4-(3, 4 -Dichl or ophenoxy) piper idin-l-yl ] -2-hydroxypropyl ] -2- 
(methylsulf onyl ) benzamide (0.055 g) , a mixture of 2- (methylsulf onyl ) benzoic 
acid (0.063 g) , ( 2R) -l-amino-3- [ 4- ( 3 , 4-dichlorophenoxy ) piperidin-1- 
yl ] propan-2-ol (0.1 g) and N, N-diisopr opylethylamine (0.1 mL) in dry DMF 
(3 mL) was cooled to 0° with stirring; 

2- ( lH-9-azabenzotriazol-l-yl ) -1 , 1 , 3 , 3-tetramethyluronium 

hexaf luorophosphate (0.13 g) was added and the mixture was stirred at 

0° for 1-2 h. The invention also provides a process for making 

4- ( 3 , 4-dichlorophenoxy ) piperidine, which is useful as an intermediate for 

making certain compds. of the invention. The process comprises (a) 

reacting 4-hydroxypiperidine with a suitable base in a suitable solvent at 

room temperature; and (b) heating the mixture so produced and 

1 , 2-dichloro-4-f luorobenzene at 50-90°, or at reflux of the solvent 

used. 

IT 583882-3 1-9P, 1- [ (R) -3- [4- (3, 4-Dichlorophenoxy ) piper idin-l-yl ] -2- 
hydroxypropyl] -3-o-tolylurea 583882-32-0P, 

1- [ (R) -3- [4- (3, 4-Dichlorophenoxy ) piperidin-l-yl ] -2-hydroxypropyl] -3-p- 
tolylurea 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of piperidinyl ales, as chemokine receptor 



modulators for treatment of diseases such as asthma) 
RN 583882-31-9 CAPLUS 

CN Urea, N- [ (2R) -3- [ 4- (3, 4-dichlorophenoxy ) -1-piperidinyl ] -2-hydroxypropyl ] - 
N'-(2-methylphenyl)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 583882-32-0 CAPLUS 

CN Urea, N-[(2R)-3-[4-(3, 4-dichlorophenoxy) -1-piperidinyl ] -2-hydroxypropyl ] ■ 
N'-(4-methylphenyl)- (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The title compds . [I; T = CO, S02; W = CO, S02; X = CH2, O, NH; Y = CR11, 
N; n = 0-2; m = 1 or, when Y = CR11, m = 0; Rl = (un) substituted aryl, 
heterocyclyl; R2-R8 = H, alkyl optionally substituted by OH; R9 = H, 
alkyl; R10 = alkyl, (un) substituted aryl, aralkyl, heterocyclyl; Rll = H, 
alkyl] which are modulators of chemokine (especially CCR3 ) activity and are 

especially 

useful for treating asthma and/or rhinitis, were prepared and formulated. 
Thus, reacting 4- ( 3 , 4-dichlorophenoxy ) -1-piper idineethanamine (preparation 
given) with 4-methylbenzenesulf onyl isocyanate in CH2C12 afforded II which 
was found to be an antagonist of the eotaxin mediated human eosinophil 
chemotaxis in calcium flux [Ca2+]i assay, and HI antagonist when tested in 
Guinea-pig isolated trachea. 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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(preparation of piperidine derivs. as modulators of chemokine receptor 
activity) 
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CN Benzenesulf onamide, N- [ [ [ (2R) -3- [4- (3, 4-dichlorophenoxy) -1-piperidinyl ] -2- 



hydroxypropyl] amino] carbonyl] -4-methyl- (CA INDEX NAME) 
Absolute stereochemistry. 
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